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1  Summary

Objectives and endpoints

Primary objective

To confirm the efficacy of insulin degludec/liraglutide (IDegLira) in combination with one oral

antidiabetic drug in controlling glycaemia in Japanese subjects with type 2 diabetes mellitus.

This is done by showing superiority of IDegLira vs. liraglutide and non-inferiority of IDegLira vs.
insulin degludec (IDeg) on glycaemic control after 52 weeks of treatment.

Secondary objectives

To confirm superiority of IDegLira vs. IDeg after 52 weeks of treatment in terms of change from

baseline in body weight, number of hypoglycaemic episodes and glycaemic control.

To compare general efficacy and safety of IDeglLira, IDeg and liraglutide after 52 weeks of
treatment.

Primary endpoint

Change from baseline in HbA . (glycosylated haemoglobin) after 52 weeks of treatment.

Key secondary endpoints

Confirmatory secondary endpoints

The following confirmatory secondary endpoints will be tested with the aim to confirm superiority
of [DegLira vs. IDeg.
e Change from baseline in body weight (kg) after 52 weeks of treatment
e Number of treatment emergent severe or blood glucose (BG) confirmed hypoglycaemic
episodes during 52 weeks of treatment
e Change from baseline in HbA . after 52 weeks of treatment

Supportive secondary endpoints
e Change from baseline in fasting plasma glucose (FPG) after 52 weeks of treatment

Trial design

This is a 52-week, multi-centre, randomised, parallel three arms, open label trial in Japanese
subjects with type 2 diabetes inadequately controlled with one oral antidiabetic drug

(OAD) belonging to the following 6 OAD classes: metformin, alpha-glucosidase inhibitor (a-GI),
thiazolidinedione (TZD), sulphonylurea(SU), sodium-glucose co-transporter 2 inhibitors (SGLT21)
or glinide.
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Subjects will receive either IDegLira, IDeg or liraglutide once daily (randomised 1:1:1) all in
combination with the pre-trial OAD kept in unchanged dose.

The total trial duration will be approximately 55 weeks.

Trial population

The number of subjects to be randomised is 807 (269 per arm).

Key inclusion criteria

e Male or female Japanese subjects, age >20 years at the time of signing informed consent.

e Type 2 diabetes subjects (diagnosed clinically) > 6 months prior to screening.

e HbA;. 7.0-11.0 % (both inclusive) by central laboratory analysis, with the aim of a median
of 8.3%. When approximately 50% of the randomised subjects have a HbA . above 8.3%,
the remaining subjects randomised must have a HbA . below or equal to 8.3%; or when
approximately 50% of the randomised subjects have a HbA . below or equal to 8.3%, the
remaining subjects randomised must have a HbA . above 8.3%

e Body-mass index (BMI) >20 kg/m’

e Subjects on stable therapy with one OAD (defined as unchanged medication and unchanged
dose) for at least 60 days (metformin, a-GI, TZD, SU, SGLT2i or glinide) prior to screening
according to current approved Japanese labelling.

Key exclusion criteria

e Previous treatment with insulin (except for short-term treatment in connection with
intercurrent illness including gestational diabetes)

e Treatment with any medication for the indication of diabetes or obesity other than stated in
the inclusion criteria in a period of 60 days before screening.

e Anticipated initiation or change in concomitant medications in excess of 14 days known to
affect weight or glucose metabolism.

e Impaired liver function, defined as alanine aminotransferase (ALT) or aspartate
aminotransferase (AST) >2.5 times upper limit of normal.

e Renal impairment estimated Glomerular Filtration Rate (¢GFR) <60mL/min/1 73m’ as per
Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI).

e Screening calcitonin >50 ng/L

e History of pancreatitis (acute or chronic)

e Personal or family history of medullary thyroid carcinoma (MTC) or multiple endocrine
neoplasia type 2 (MEN 2)

e Subjects presently classified as being in New York Heart Association (NYHA) Class III and
v
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Assessments

Key efficacy assessments;

° HbAlc
e Body weight
e FPG

Insulin dose at the end of treatment
Key safety assessments;

e Hypoglycaemic episodes

e Adverse events

Trial products

e Insulin degludec/liraglutide, 100 units/mL + 3.6 mg/mL, 3 mL pre-filled PDS290 pen
injector

e Insulin degludec (Tresiba®™), 100 units/mL, 3 mL pre-filled PDS290 pen injector

e Liraglutide (Victoza"™), 6.0 mg/mL, 3 mL pre-filled FlexPen® pen
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3 Background information and rationale for the trial

The trial will be conducted in compliance with this protocol, ICH GCP' and applicable regulatory
requirements, and in accordance with the Declaration of Helsinki’.

In this document, the term investigator refers to the individual responsible for the overall conduct of
the clinical trial at a trial site.

3.1 Background information

Type 2 diabetes mellitus (T2DM) is a progressive disorder characterised by insulin resistance and
impaired insulin secretion. Landmark studies have demonstrated the importance of maintaining
good glycaemic control to reduce the risk of long-term complications associated with diabetes.**

Given the progressive nature of T2DM, current anti-diabetic therapies with monotherapy or two
oral anti-diabetic drugs (OADs) combined often fail to provide sustained glycaemic control.
Treatment guidance from the Japanese Diabetes Society” suggests a stepwise approach comprising
lifestyle changes followed by pharmacological intervention. Initial monotherapy is recommended,
escalated with combination therapy with OADs, glucagon-like peptide 1 (GLP-1) receptor agonists

Insulin degludec

Insulin degludec (IDeg) is a long-acting basal insulin and the active ingredient used in Tresiba®,
which has been approved for use in Japan and the European Union (EU), and several other
countries.

For more details on IDeg see current Investigator’s Brochure (IB) and any updates hereof® and
locally approved Japanese labelling.’

Liraglutide

Liraglutide is an analogue native (human) glucagon-like peptide-1 (GLP-1) receptor agonist and the
active ingredient in Victoza”™, which is approved in several countries e.g. Japan, Australia, Canada,
China, EU and the US for the treatment of adults with T2DM to achieve glycaemic control. The
approved maximum dose of liraglutide in Japan is 0.9 mg/day, in all other countries the approved
dose is 1.8 mg/day. Furthermore 3.0 mg/day (maximum dose) of liraglutide for the treatment of
obesity has recently been approved in the US and EU and is marketed as Saxenda®.

For more details on liraglutide, please see the current Investigator’s Brochure® and the Japanese
approved labelling for Victoza® ’
Insulin degludec/liraglutide (IDegLira)

IDegLira is a basal insulin and GLP-1 analogue combination solution for subcutaneous (s.c.)
injection for treatment of T2DM with once daily (OD) use.'’ The combination bring complimentary
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effects of the two compounds on fasting (insulin degludec and liraglutide) and postprandial
(liraglutide) glycaemic control. The addition of liraglutide to insulin degludec may reduce the
requirement of exogenous insulin (i.e. insulin sparing effect), hence minimising the risk of
hypoglycaemia and weight gain, often associated with basal insulin treatment. The inherent weight
reducing effect of liraglutide further contributes to the favourable weight profile of the combination
drug compared to basal insulin treatment. Moreover, given the glucose dependent effect of
liraglutide, the liraglutide component reduces postprandial glucose excursions, while reducing the
risk of unwanted lowering of inter-prandial or fasting glucose. IDegLira is to be initiated and
titrated to achieve adequate glycaemic control in a similar way as basal insulin therapy. IDegLira is
titrated in dose steps, one dose step equalling 1 unit of IDeg and 0.036 mg of liraglutide. The
approved maximum dose of [Deglira is 50 dose steps, which equals 50 units of IDeg and 1.8 mg of
liraglutide. Efficacy and safety of IDegLira has been demonstrated in previous randomised global
clinical trials (NN9068-3697 DUAL™ I, NN9068-3912 DUAL™ II, which has formed the basis of
the marketing authorisation application (MAA) in EU among others. In the global DUAL™ [ and 11
and all other finalised clinical trials in the IDegLira clinical development programme (including
trials NN9068-3951, NN9068-3851 and NN9068-3952), IDegLira has shown to effectively improve
the glycaemic control of the subjects, and no unexpected safety issues were identified.

For more information, see the IDegLira NN9068 IB current version or any updates hereof."’

Marketing authorisation has been granted in several countries, e.g. for countries in EU. IDegLira is
marketed with the brand name Xultophy®.

IDeglLira is not approved for use in Japan. The current trial, NN9068-4183 - DUAL™ [ Japan, is
part of the Japanese IDegLira development programme which includes trials; NN2211-4174, a trial
comparing the efficacy and safety of liraglutide 1.8 mg/day to liraglutide 0.9 mg/day in Japanese
subjects with T2DM, and NN9068-4184 - DUAL™ II Japan, a trial confirming efficacy and safety
of [DegLira in subjects with T2DM previously treated with insulin.

For an assessment of benefits and risks of the trial, see section 18.1.

3.2 Rationale for the trial

Given the progressive nature of T2DM, current anti-diabetic therapies, including treatment with
basal insulin may not provide adequate or sustained glycaemic control or may be associated with an
unacceptable risk of hypoglycaemia and weight gain. In addition, these therapies are often
complicated and difficult for subjects to adhere to. The combination of IDeg and liraglutide in
IDegLira provides complimentary effects of the two compounds on glycaemic control, reduced risk
of hypoglycemia, and reduced risk of weight gain, in a single daily injection. The successful
outcome of recent global trials combining basal insulin and GLP-1 receptor agonist treatment as
separate injections led to the inclusion of this treatment combination in the most recent guidelines
from the Japanese Diabetes Society, the American Diabetes Association (ADA) and in the
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European Association for the Study of Diabetes (EASD) position statement on management of
hyperglycaemia in T2DM.'>>!

Both IDeg and liraglutide are on the market in Japan. Liraglutide is approved up to 0.9 mg/daily and
the efficacy of Liraglutide 1.8 mg/daily is currently to be investigated in Japanese subjects
(NN2211-4174). The present confirmatory trial (NN9068-4183 DUAL™ [ Japan) in Japanese
subjects with T2DM treated with OAD monotherapy aims to confirm efficacy and safety of once
daily treatment with IDegLira, as compared to each of the components. Furthermore, safety and
efficacy data of 1.8 mg liraglutide daily in combinations with OADs will be collected in this trial.
As such the present trial (together with NN9068-4184) will be used for registration of IDegLira in
Japan, (J-NDA), as agreed with the Japanese Pharmaceuticals and Medical Devices Agency
(PMDA), and approval of 1.8 mg of liraglutide daily in Japan (together with NN2211-4174).
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4 Objectives and endpoints

4.1 Objectives
Primary objective
To confirm the efficacy of [DegLira in combination with one oral antidiabetic drug in controlling

glycaemia in Japanese subjects with type 2 diabetes mellitus.

This is done by showing superiority of [DegLira vs. liraglutide and non-inferiority of IDegLira vs.
[Deg on glycaemic control after 52 weeks of treatment.

Secondary objectives

To confirm superiority of IDegLira vs. IDeg after 52 weeks of treatment in terms of change from

baseline in body weight, number of hypoglycaemic episodes and glycaemic control.

To compare general efficacy and safety of IDegLira, IDeg and liraglutide after 52 weeks of
treatment.
Pharmacokinetic objective

The objective for the population pharmacokinetic (PK) analysis is to compare the pharmacokinetics
of [DegLira and its mono-components given separately at clinically relevant doses during 52 weeks
of treatment. Furthermore, the effects of pre-specified covariates on plasma concentrations of
IDegLira will be evaluated.

4.2 Endpoints

4.2.1 Primary endpoint
Change from baseline in HbA . (glycosylated haemoglobin) after 52 weeks of treatment.

4.2.2 Secondary endpoints

4.2.2.1 Confirmatory secondary endpoints

The following confirmatory secondary endpoints will be tested with the aim to confirm superiority
of [DegLira vs. IDeg.
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e Change from baseline in body weight (kg) after 52 weeks of treatment*

e Number of treatment emergent severe or blood glucose (BG) confirmed hypoglycaemic
episodes during 52 weeks of treatment*

e Change from baseline in HbA . after 52 weeks of treatment™

4.2.2.2 Supportive secondary endpoints

Supportive secondary efficacy endpoints:
e Insulin dose after 52 weeks of treatment
e Responder after 52 weeks of treatment (yes/no):

o HbA:<7.0%

o HbA;.<7.0% and change in body weight from baseline below or equal to zero

o HbA,. < 7.0% without treatment emergent severe or BG confirmed symptomatic
hypoglycaemic episodes during the last 12 weeks of treatment.

o HbA;:<7.0% and change in body weight from baseline below or equal to zero and
without treatment emergent severe or BG confirmed symptomatic hypoglycaemic
episodes during the last 12 weeks of treatment

O HbA1C < 6.5%

o HbA;.<6.5% and change in body weight from baseline below or equal to zero

o HbA.< 6.5% without treatment emergent severe or BG confirmed symptomatic
hypoglycaemic episodes during the last 12 weeks of treatment

o HbA;.<6.5% and change in body weight from baseline below or equal to zero and
without treatment emergent severe or BG confirmed symptomatic hypoglycaemic
episodes during the last 12 weeks of treatment

e Change from baseline after 52 weeks of treatment in:

o Fasting plasma glucose (FPG)*

o Waist circumference

o Blood pressure (systolic and diastolic)

o Self-Measured Blood Glucose (SMBG) 9-point profile
o 9-point profile (individual points in the profile)

o Mean of the 9-point profile

o Mean of postprandial increments (from before meal to 90 min after for breakfast,
lunch and dinner). The mean increment overall meals will be derived as the mean of
all available meal increments.
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e Fasting lipid profile (total cholesterol, low density lipoprotein cholesterol [LDL cholesterol],
high density lipoprotein cholesterol [HDL cholesterol], very low density lipoprotein
cholesterol [VLDL cholesterol], triglycerides, and free fatty acids) after 52 weeks of
treatment

e Fasting C-peptide, fasting human insulin, fasting glucagon and proinsulin after 52 weeks of
treatment

*Key secondary endpoint prospectively selected for disclosure on clinicaltrials.gov, clinicaltrials.jp
and novonordisk-trials.com

Supportive secondary safety endpoints

e Number of treatment emergent adverse events (TEAEs) during 52 weeks of treatment

e Number of treatment emergent severe or blood glucose (BG) confirmed symptomatic
hypoglycaemic episodes during 52 weeks of treatment.

e Number of treatment emergent nocturnal severe or BG confirmed symptomatic
hypoglycaemic episodes during 52 weeks of treatment

e Number of treatment emergent hypoglycaemic episodes according to ADA definition during
52 weeks of treatment

e Anti-drug antibodies, i.e. anti-IDeg antibodies including both IDeg specific and antibodies
cross reacting with human insulin and anti-liraglutide antibodies including cross reactivity to
GLP-1 and neutralising effect.

e Change from baseline in clinical evaluation after 52 weeks of treatment:
o Physical examination
o Fundoscopy or fundusphotography
o Electrocardiogram (ECQ)
o Pulse

e Change from baseline in laboratory assessments after 52 weeks of treatment:
o Biochemistry (including amylase and lipase)
o Haematology
o Calcitonin

4.2.2.3 Supportive secondary pharmacokinetic endpoints

e Serum concentrations of insulin degludec and plasma concentrations of liraglutide to be
evaluated in a population PK analysis.
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5 Trial design

5.1 Type of trial

This is a 52-week, multi-centre, randomised, parallel three arms open label trial, in Japanese
subjects with type 2 diabetes inadequately controlled with one oral antidiabetic drug

(OAD) belonging to the following 6 OAD classes: metformin, alpha-glucosidase inhibitor (o-GI),
thiazolidinedione (TZD), sulphonylurea(SU), sodium-glucose co-transporter 2 inhibitors (SGLT2i)
or glinide - hereafter commonly referred to as OADs in this document. Inadequately controlled
diabetes will be defined as HbA . level of 7.0-11.0 %, both inclusive.

A total of 807 subjects will be randomised into three treatment arms in a 1:1:1 manner, using a
centralised allocation via interactive web response system (IWRS). Subjects will receive either
[DegLira-, IDeg- or liraglutide once daily (OD), all in combination with pre-trial OAD kept in
unchanged dose, see Figure 5-1 for trial design. Approximately 50% of the randomised subjects
should have an HbA . above 8.3%. Further, it will be aimed for an even number of subjects with an
HbA . < 8.3% and > 8.3% within each pre-trial OAD class. In formal agreement with PMDA,
randomisation will be stratified based on pre-trial treatment aiming to obtain approximately 50
completers on SGLT2i- and 35 completers of each of the remaining 5 OAD classes, in each
treatment arm.

Insulin degludec/liraglutide OD + pre-trial OAD

One OAD

HbA,¢ (7.0-11.0 %) )
Insulin degludec OD + pre-trial OAD

Liraglutide OD + pre-trial OAD

Visit 1 2 54 55

k t t !
Week -2 0 52 53
Screening Randomisation End of Follow up

Treatment
Figure 5-1 Trial design

The total trial duration will be approximately 55 weeks, consisting of 2 weeks screening period, a
52-week treatment period, and a follow-up visit (FU, i.e. Visit 55) 7 days after end of treatment
(EOT, i.e. Visit 54). The purpose of the FU visit is to collect samples for antibody measurements
and all adverse events (AEs) occurring in the week after end of treatment.
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5.2 Rationale for trial design

The rationale for a treatment period of 52 weeks is to assess and compare efficacy and safety of the
3 treatments after longer-term exposure according to local requirement and agreement with PMDA.

The randomisation is stratified with regard to use of OAD at baseline, since this may influence the
glycaemic control.

An open-label design has been chosen due to two different treatment regimens; fixed dose treatment
of liraglutide arm and treat-to-target (TTT) for the IDeg and IDegLira arms.

Blinding of the trial by use of a double dummy design would mean an unacceptable number of
injections, increase the complexity and thereby introduce an increased risk of non-compliance or
withdrawal. The double-dummy design is therefore considered unacceptable for this trial.

The TTT approach is used in the IDeg and IDegLira trial arms (and thereby the high frequency of
visits) has been chosen in order to ensure optimal titration of insulin degludec and insulin
degludec/liraglutide based on pre-breakfast SMBG values and thereby to obtain improved HbA |,
results.

53 Treatment of subjects

IDegLira, IDeg and liraglutide will be given as an add on to the pre-trial OAD therapy, which
should be continued in unchanged dose, except for safety issues, as judged by the investigator. The
use of OAD should be in accordance with current approved Japanese labelling. Antidiabetic drugs
other than IDegLira, IDeg and liraglutide and pre-trial OAD are not to be used during the treatment
period. For IDegLira and IDeg the subjects will initiate on a starting dose (recommended starting
dose is 10 dose steps for [DegLira and 10 units of IDeg, respectively) and twice weekly titration
will ensure that subjects are treated to target. For liraglutide, subjects will initiate a 6 weeks planned
dose escalation period which can be prolonged with a total maximum of 7 days and there after
remain on a stable daily dose of 1.8 mg/day in a maintenance period, this dose can be reduced for a
total maximum of 7 days, until end of treatment. Dose reduction or treatment pause of longer
duration unrelated to the tolerability of liraglutide is acceptable. For further details on treatment see
Appendix A and withdrawal criteria 10.

The investigational medicinal products (IMPs) used in this trial are described in section 9.

5.4 Treatment in the follow up period

After 52 weeks of trial product exposure, a 1-week interval between the end of treatment (Visit 54)
and the follow-up (Visit 55) is necessary to allow for trial product washout. Subjects can at the
investigator’s discretion be switched to a suitable marketed product excluding long acting insulin
analogues such as insulin degludec (Tresiba™), insulin detemir (Levemir”) and insulin glargine
(Lantus™), or any GLP-1 receptor agonists as these may interfere with antibody measurements
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performed at Visit 55. For instance intermediate acting human insulin like NPH may be used in the
follow up period at the investigator’s discretion limiting the risk of interference with antibody
measurements performed at Visit 55.

5.5 Treatment after end of trial

When completing the trial the subject should be switched to a suitable marketed product at the
discretion of the investigator.

5.6 Rationale for treatment

IDegLira will be investigated in this trial to demonstrate efficacy and safety, when administered to
insulin-naive subjects with T2DM, inadequately controlled on a stable dose of one OAD. This is in
line with clinical practice to escalate treatment in this setting when glycaemic control is not
achieved or sustained with the addition of another OAD, or initiation of GLP-1 receptor agonists,
basal insulin or a combination of a basal insulin and a GLP-1 receptor agonists, such as IDegLira.

Pre-trial OAD treatment should be in accordance with current Japanese approved labelling. Subjects
should be on 60 days of stable treatment defined as unchanged medication and unchanged dose.
OAD treatment should remain unchanged during the trial, however in case of safety concerns the
dose may be reduced at the discretion of the investigator.

IDeg and liraglutide have been included as comparators in order to comply with regulatory
requirements to assess the risk benefit profile of the combination product as compared to the
individual components.

For further information regarding dosing and treatment refer to Appendix A.
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6 Trial population

6.1 Number of subjects

Planned number of subjects to be screened (i.e. documented informed consent): 960
Number of subjects planned to be randomised: 807

Number of subjects expected to complete the trial: 675

The screening failure- and withdrawal rates are both assumed to be approximately 15%.

6.2 Inclusion criteria

For an eligible subject, all inclusion criteria must be answered “yes”.

1. Informed consent obtained before any trial-related activities. Trial-related activities are any
procedures that are carried out as part of the trial, including activities to determine suitability for
the trial.

2. Male or female Japanese subjects, age >20 years at the time of signing informed consent.
3. Type 2 diabetes subjects (diagnosed clinically) > 6 months prior to screening.

4. HbA,. 7.0-11.0 % (both inclusive) by central laboratory analysis, with the aim of a median of
8.3%. When approximately 50% of the randomised subjects have an HbA . above 8.3%, the
remaining subjects randomised must have an HbA ;. below or equal to 8.3%; or when
approximately 50% of the randomised subjects have an HbA . below or equal to 8.3%, the
remaining subjects randomised must have an HbA . above 8.3%.

5. Body-mass index (BMI) >20 kg/m”

6. Subjects on stable therapy with one OAD (defined as unchanged medication and unchanged
dose) for at least 60 days (metformin, a-GI, TZD, SU, SGLT2i or glinide) prior to screening
according to current approved Japanese labelling.

Rational for inclusion criteria

e Criterion 1 is applied through an ethical consideration, in accordance with the GCP'.
Criterion 2 is applied to exclude minors through an ethical consideration. Subjects aged 65
year or older are included in accordance with the ICH guideline: Studies in support of
special populations: Geriatrics."*

e C(riteria 3 and 4 are chosen according to the objective of the trial. Being diagnosed for 6
months or more is required in order to ensure correct diagnosis and metabolic stabilisation.



Protocol Date: 15 July 2015 | Novo Nordisk

Trial ID: NN9068-4183 CONEIDENTIAL Version: 2.0
UTN: U1111-1170-1332 Status: Final
EudraCT no.: N/A Page: 28 of 105

HbA . range (7.0-11.0 %) is chosen to include subjects whose glycaemic control is not
adequate on OAD treatment and treatment with insulin and/or liraglutide is considered
possible. The upper limit of HbA . is chosen in order to exclude subjects with unacceptable
glycaemic control who need a more intensive therapy. The split by HbA,. at 8.3% is
included to ensure inclusion of subjects at both high and low levels of HbA . within the
specified range as done in previous phase 3a trials with IDegLira, based on upon the
knowledge of the mono-components.

e Criterion 5 is chosen in order to assure that subject's BMI will not change to the low BMI
category, since weight loss has been observed in global trials with liraglutide 1.8 mg/day.

e Criterion 6 is applied to ensure that the subject's glycemic control is stabilised at
randomisation. Sixty (60) days of unchanged pre-trial OAD treatment are required.

6.3 Exclusion criteria

For an eligible subject, all exclusion criteria must be answered "no".

1. Known or suspected hypersensitivity to trial product(s) or related products.
2. Previous participation in this trial. Participation is defined as signed informed consent.

3. Female who is pregnant, breast-feeding or intends to become pregnant or is of child-bearing
potential and not using adequate contraceptive methods (e.g., abstinence, diaphragm, condom
[by the partner], intrauterine device, sponge, spermicide or oral contraceptives).

4. Receipt of any investigational medicinal product within 30 days before screening.

5. Previous treatment with insulin (except for short-term treatment in connection with inter current
illness including gestational diabetes)

6. Treatment with any medication for the indication of diabetes or obesity other than stated in the
inclusion criteria in a period of 60 days before screening.

7. Anticipated initiation or change in concomitant medications in excess of 14 days known to
affect weight or glucose metabolism.

8. Impaired liver function, defined as alanine aminotransferase (ALT) or aspartate
aminotransferase (AST) >2.5 times upper limit of normal.

9. Renal impairment estimated Glomerular Filtration Rate (¢GFR) <60ml/min/1 73m’ as per
Chronic Kidney Disease Epidemiology Collaboration (CKD-EPI).

10. Screening calcitonin >50 ng/L

11. History of pancreatitis (acute or chronic)
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12. Personal or family history of medullary thyroid carcinoma (MTC) or multiple endocrine
neoplasia type 2 (MEN 2)

13. Subjects presently classified as being in New York Heart Association (NYHA) Class Il and 1V,
see Appendix B for definitions.

14. Within the past 180 days any of the following: myocardial infarction, stroke or hospitalisation
for unstable angina and/or transient ischemic attack prior to screening.

15. Inadequately treated blood pressure as defined as Class 2 hypertension or higher
(Systolic>160mmHg or diastolic >100 mmHg) in accordance with National High Blood
Pressure Education Program, 7th Joint National Committee and European Societies of
Hypertension/Cardiology (ESH/ESC) 2013 guidelines.

16. Proliferative retinopathy or maculopathy requiring acute treatment as verified by fundoscopy or
fundus photography performed within 90 days prior to screening.

17. Diagnosis of malignant neoplasms within the last 5 years (except basal and squamous cell skin
cancer, polyps and in-situ carcinomas) prior to screening.

18. History of diabetic ketoacidosis

19. Any condition that, in the opinion of the investigator might jeopardise subject’s safety or
compliance with the protocol.

Rationale for the Exclusion Criteria:

e C(riteria 1, 8-19 are chosen to ensure the safety of the subjects.

e C(riterion 2 is chosen in order to exclude subjects who were judged as ineligible more than
once, since such subjects may be in an unstable condition and at risk for drop out.

e Criterion 3 is chosen as it is standard requirement for clinical trials with new chemical and
biological entities.

e C(riteria 4-7 are chosen to minimise factors that may influence the results.

6.4 Withdrawal criteria

The subject may withdraw at will at any time. The subject’s request to discontinue must always be
respected.

The subject may be withdrawn from the trial at any time at the discretion of the investigator due to a
safety concern. Subjects not tolerating the target dose of 1.8 mg liraglutide/day must be withdrawn
from the trial due to safety concern, reporting the AE that led to the withdrawal.

The subject must be withdrawn from the trial if the following applies:
1. Included in the trial in violation of the inclusion and/or exclusion criteria and/or randomised in
error
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2. Withdrawal of consent to proceed in the trial

3. Pregnancy

4. Intention of becoming pregnant

5. Initiation of any systemic treatment with products which in the investigator's opinion could

interfere with glucose or lipid metabolism (e.g. systemic corticosteroids)

6. Any of the calcitonin samples analysed by the central laboratory are > 50 ng/L (see Appendix
D)

7. Subjects that are diagnosed with acute pancreatitis must be withdrawn from the trial (see 8.4.4).

Receipt of any investigational medicinal products after screening other than trial product.

9. [If the pre-breakfast SMBG values taken on three consecutive days or if any of the FPG samples
analysed by the central laboratory exceeds the limit of:

e 15.0 mmol/L (270 mg/dl) from baseline to week 6

e 13.3 mmol/L (240 mg/dl) from week 7 to week 12

e 11.1 mmol/l (200 mg/dl ) from week 13 to week 52

Given there is no intercurrent cause for the hyperglycaemia, action is to be taken by the
investigator as soon as possible to obtain a confirmatory FPG from central laboratory. If there is
no intercurrent cause for the hyperglycaemia, and FPG exceeds the limits stated above, the
subject must be withdrawn.

10. If subjects randomised to liraglutide do not tolerate the dose escalation or the target dose of 1.8
mg/day in the maintenance period as described in Appendix A, due to safety concern, they must
be withdrawn. Dose reduction or treatment pause of longer duration than 7 days is acceptable, if
unrelated to the tolerability of liraglutide.

*

Rationale for the Withdrawal Criteria

e Criterion 1 is applied to withdraw the subjects enrolled or randomised in error.

e C(riterion 2 is applied since subjects can withdraw at will at any time.

e Criteria 3 and 4 are applied as it is standard requirement for clinical trials with new chemical
and biological entities.

e Criterion 5 is applied to minimise any factors influencing the results of efficacy and safety
in the trial.

e C(riteria 6-8 are applied for general safety concerns.

e C(riterion 9 is applied to withdraw subjects who have persistently unacceptable poor
glycaemic control from an ethical and safety viewpoints.

e C(riterion 10 is applied to withdraw subjects who do not tolerate the maximum dose of 1.8
mg liraglutide/day, since the study objective is to investigate this maximum dose compared
to [Deglira combination treatment.

6.5 Subject replacement

Withdrawn subjects will not be replaced.
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6.6 Rationale for trial population

Japanese subjects with T2DM insulin naive and inadequately controlled (HbA . within 7.0-11.0%)
with one oral antidiabetic drug (OAD) are eligible for inclusion in the trial.

The rationale for the trial population, selected according to inclusion and exclusion criteria (see 6.2
and 6.3), is to ensure representation of subjects resembling the target T2DM population treated with
OAD in need of increased glycaemic control with e.g. insulin and/or GLP1-analogue and to provide
data on efficacy of IDegLira in combination with OAD treatment and safety of liraglutide 1.8
mg/day in combination with OAD treatment.

Only serious concomitant conditions (i.e. NYHA Class III and IV, history of recent serious cardiac
event, neoplastic disease, renal or hepatic impairment, major surgery etc.), which could interfere
with trial schedule/procedures, preclude subjects from entering into the trial.
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7  Milestones

Planned duration of recruitment period (FSFV — LSFV): 44 weeks.
End of trial is defined as LSLV.

7.1 Recruitment

Recruitment will be done according to agreements with the individual investigational sites. The
screening and distribution within the pre-specified OAD classes and defined HbA | distribution (see
section 5.1 will be monitored closely during the entire recruitment period. In order to secure
recruitment timelines, the agreed distribution of subjects between sites may be changed. The
screening and randomisation rate will be followed closely in order to estimate when to stop
screening, see section 11 for randomisation procedure.

7.2 Trial registration

Information of the trial will be disclosed at clinicaltrials.gov, novonordisk-trials.com and the
Clinical Trials Information/JapicCTI site (clinicaltrials.jp). According to the Novo Nordisk Code of
Conduct for Clinical Trial Disclosure, it will also be disclosed according to other applicable
requirements such as those of the International Committee of Medical Journal Editors (ICMJE)IS,
the Food and Drug Administration Amendment Act (FDAAA)'®, European Commission
Requirements ' '® and other relevant recommendations or regulations. If a subject requests to be
included in the trial via the Novo Nordisk e-mail contact at these web sites, Novo Nordisk may
disclose the investigator’s contact details to the subject. As a result of increasing requirements for
transparency, some countries require public disclosure of investigator names and their affiliations.
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8 Methods and assessments

8.1 Visit procedures

Timing of assessments and procedures are specified in the flow chart in section 2. This section 8
includes a description of the procedures and assessments.

The investigator must ensure that trial procedures and assessments are performed as described in the
protocol. Any discrepancies are considered protocol deviations and the investigator must take
appropriate actions to avoid recurrence.

The investigator must keep a subject screening log, a subject identification code list and a subject
enrolment log. In addition, the investigator must keep a log of staff and a delegation of task(s) list at
the site. The subject screening log and subject enrolment log may be combined in one list.

8.1.1 Informed consent

A voluntary, signed and personally dated informed consent must be obtained from the subject
before any trial-related activity.

All subjects should be provided with a copy of their own signed and dated informed consent form.

In seeking and documenting informed consent, the investigator must comply with applicable
regulatory requirement(s) and adhere to ICH GCP' and the requirements in the Declaration of
Helsinki.”

Before any trial-related activity the investigator must give the subject verbal and written
information about the trial and the procedures involved in a form that the subject can read and
understand.

The subjects must be fully informed of their rights and responsibilities while participating in the
trial as well as possible disadvantages of being treated with the trial products.

The investigator must ensure the subject ample time to come to a decision whether or not to
participate in the trial.

The responsibility for seeking informed consent must remain with the investigator, but the
investigator may delegate the task to a medically qualified person, in accordance with local
requirements. The written informed consent must be signed and personally dated

by the person who seeks the informed consent before any trial-related activity.

If information becomes available that may be relevant to the subject’s willingness to continue
participating in the trial, the investigator must inform the subject in a timely manner, and a revised
written subject information form must be provided and a new informed consent must be obtained.



Protocol Date: 15 July 2015 | Novo Nordisk

Trial ID: NN9068-4183 CONEIDENTIAL Version: 2.0
UTN: U1111-1170-1332 Status: Final
EudraCT no.: N/A Page: 34 of 105
8.1.2 Investigators assessments

Review of diaries, laboratory reports, ECGs, eye examinations, physical examinations, AEs etc.
must be documented with the investigator’s dated signature either on the front page of the document
and/or in the subject’s medical records. The signed documents must be retained at the trial site as
source documentation.

8.1.3 Screening

Screening must take place within 14 days prior to randomisation. For procedures and assessments at
screening visit please see flow chart, section 2.

At screening, subjects will be provided with a card stating that they are participating in a trial and
giving contact address(es) and telephone number(s) of relevant trial site staff. Subjects should be
instructed to return the card to the investigator at the last trial visit or to destroy the card after the
last visit.

Each subject will be assigned a unique 6-digit subject number which will remain the same
throughout the trial. The first three digits in the subject number will consist of the site number and
the last three digits of the subject number will indicate the individual number.

Subjects will continue on their current diabetes treatment until randomisation.

8.14 Screening failures

For screening failures the screening failure form in the case report form (eCRF) must be completed
with the reason for not continuing in the trial. The reason(s) for failure should also be completed on
the inclusion- and or exclusion form in the eCRF. Serious adverse events from screening failures
must be transcribed by the investigator into the eCRF. Follow-up of serious adverse events (SAEs)
must be carried out according to section 12.

A screening failure session must be made in the IWRS. The case book must be signed.

Re-sampling (unless samples are lost or unsuitable for analysis e.g. haemolysed) or re-screening is
not allowed if the subject has failed one of the inclusion or exclusion criteria.

8.1.5 Visits attended fasting

At the time points specified in the flowchart (section 2), subjects must attend the visits fasting.
Fasting is defined as having consumed no food and drink except for water for the last 8 hours prior
to visit. No diabetes treatment is allowed during fasting but other concomitant medication should be
taken.
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If the subject attends a fasting visit in a non-fasting state, subject should be asked to return to the
site in a fasting state to have fasting assessments done preferably within the visit window for the
relevant visit.

8.1.6 Randomisation visit

Randomisation (Visit 2) must take place within 14 days after the screening visit. All results from
screening assessments, including laboratory results, ECG and eye examination must be available
and reviewed by the investigator and the inclusion/exclusion criteria must be carefully reviewed to
ensure the subject is eligible prior to the randomisation.

The subjects must attend the randomisation visit fasting.
Randomisation of subjects will be done using the IWRS (see section 10).

The subject should take the first dose of trial product on the day of Visit 2 after randomisation is
done or the day after. The date of the first dose of trial product should be recorded in the diary and
transcribed to the eCRF.

8.1.7 Visits
For visit numbers, timing of visits, phone contacts and visit windows during the trial period, please
refer to the flow chart (section 2). Visits can be re-scheduled within the allowed visit window.

8.1.8 End of treatment visit

At the end of treatment visit (Visit 54), a completion session must be done in the IWRS and last
date on trial product must be captured in the IWRS. Further, the final drug accountability must be
performed via IWRS. Subjects can at the investigator’s discretion be switched to a suitable
marketed product at Visit 54 according to section 5.4, to be taken in the follow up period.

8.1.9 Follow-up visit

The follow-up visit should be undertaken no earlier than 7 days after Visit 54. Subjects must attend
this visit in a fasting state prior to the blood sampling for antibody analysis. Subjects on any type of
insulin should not have administered this within 12 hours of the blood sampling, see section 8.4.5
for rationale.

At completion of this visit, subjects may be switched to another suitable marketed product at the
discretion of the investigator.

The end-of-trial form (EOT form) must be completed in the eCRF.
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8.1.10 Unscheduled visits

Unscheduled visits can be performed at any time at the discretion of the investigator. An
unscheduled visit should be performed if, e.g. an AE occurs that needs further attention or blood
samples needs to be re-taken (out of visit window).

An unscheduled visit form must be completed in the eCRF stating the reason for the visit.

If the subject attends the clinic only to obtain trial supplies, no unscheduled visit form should be
completed but an additional dispensing call in the IWRS must be performed.

8.1.11 Re-scheduled visits

If the subject attends a fasting visit in a non-fasting condition, blood sampling should be re-
scheduled, preferably within the visit window.

8.1.12 Withdrawals

If a subject is withdrawn from the trial, the investigator must aim to undertake procedures similar to
those for Visit 54 as soon as possible and the procedures similar to those for the follow-up visit
(Visit 55) not earlier than 7 days after Visit 54.

The end-of-trial form (EOT form) must be completed, and final drug accountability must be
performed even if the subject is not able to come to the trial site. A withdrawal session must be
made in the IWRS. The case book in the eCRF must be signed.

Although a subject is not obliged to give his/her reason(s) for withdrawing from a trial, the
investigator must make a reasonable effort to ascertain the reason(s), while fully respecting the
subject’s rights. Where the reasons are obtained, the primary reason for not completing the trial
must be specified on the end-of-trial form in the eCRF.

8.2 Subject related information

8.2.1 Concomitant illness and medical history

A concomitant illness is any illness that is present at the start of the trial i.e. at the first visit or
found as a result of a screening procedure which also includes assessments performed between Visit
1 and Visit 2 and at Visit 2. T2DM should not be recorded as concomitant illness.

Any change to a concomitant illness should be recorded in the eCRF during the trial. A clinically
significant worsening of a concomitant illness must be reported as an AE.

Medical history is a medical event that the subject has experienced in the past. Only relevant
medical history related to the evaluation of this trial should be reported at the investigator’s
discretion.
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Information about the subject’s medical history and history of diabetes should be recorded at the
screening visit (Visit 1) in the eCRF at the medical history/concomitant illness form and diabetes
history/diabetes complications form, respectively. Family history of diabetes should be reported at
the family history form.

The following should be recorded in the diabetes history/diabetes complications form;

e Date of diagnosis of diabetes
e Diabetes complications

The following should be recorded in the family history form
e Family history of diabetes

The information collected for concomitant illness and medical history should include diagnosis,
date of onset and date of resolution or continuation, as applicable.

8.2.2 Concomitant medication

A concomitant medication is any medication, other than the trial products and OADs, which is

taken during the trial, including the screening and follow-up periods.

Details of any concomitant medication must be recorded at Visit 1. Changes in concomitant
medication must be recorded at each visit as they occur.

The information collected for each concomitant medication includes trade name or generic name,
indication, start date and stop date or continuation.

If a change is due to an AE, then this must be reported according to section 12. If the change
influences the subject’s eligibility to continue in the trial, the monitor must be informed.

Concomitant medication and anti-diabetic therapy initiated at end of treatment visit (Visit 54) and at
the follow up visit (Visit 55) should not be recorded in the eCRF.

8.2.3 OAD medication

OADs are considered non-investigational medicinal products (NIMPs) and dosing information

should be recorded at the Concomitant Specific Drug - OAD form in the eCRF.

All subjects should continue treatment with the pre-trial OAD and the dose should be kept
unchanged, unless for safety reasons. If case of changes, it must be reported in the eCRF.

The information collected for OAD medication includes trade name or generic name, dose, start
date and stop date or continuation.
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8.24 Demography

Demography will be recorded in the IWRS system at screening visit (Visit 1) and consist of:
e Date of birth
o Sex

In addition, the following should be captured in the eCRF:
e Race (according to regulation in Japan)

8.2.5 Tobacco use

Details of tobacco use (smoking status) must be recorded in the eCRF at the screening visit (Visit
1). Smoking is defined as smoking at least one cigarette or equivalent daily. The collected
information should include whether the subject is a current or previous smoker or never has
smoked.

8.3 Assessments for efficacy

8.3.1 Blood samples for efficacy parameters

Blood samples will be drawn according to flow chart (see section 2) and analysed at the central- or
special laboratories to determine levels of the following efficacy laboratory parameters:

Glucose metabolism
° HbA]c
e Fasting plasma glucose (FPG)
e Fasting human insulin
e Fasting pro-insulin
e Fasting glucagon
e Fasting C-peptide

Pro-insulin/fasting human insulin ratio will be calculated on glucose metabolism parameters to
assess beta-cell function and insulin resistance.
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Lipids (fasting)

e Total cholesterol
e LDL-cholesterol

e VLDL-cholesterol
e HDL-cholesterol
e Triglycerides

e Free fatty acids

8.3.2 Self-measured blood glucose

At Visit 1, subjects will be provided with blood glucose (BG) meters to be used for all self-
measured blood glucose (SMBG) measurements during the trial. The subjects will receive written
instructions for use and demonstration on how to use the device including performance of regular
calibrations according to the manufacturer’s instructions. As necessary, the instructions will be
repeated during the trial.

The blood glucose meters use test strips calibrated to plasma values. Therefore, all measurements
performed with capillary blood are automatically calibrated to plasma equivalent glucose values,
which will be shown on the display. The term SMBG will be used consequently also for plasma
values.

Subjects should be instructed in how to record the results of the SMBGs in the diaries. The record
of each pre-breakfast SMBG should include date, and value and additionally the 9-point SMBG
profiles must also include the actual clock time of each measurement. All data from the diary must
be transcribed into the eCRF during or following the contact. If obtained via phone and a
discrepancy is later detected, the values in the eCRF should be corrected.

For SMBG values that meet the definition of a hypoglycaemic episode (see section 8.4.9), relevant
information must be registered in the subject diary and a hypoglycaemic episode form must be
completed in the eCRF.

Subjects randomised to IDegLira and IDeg

Subjects randomised to IDegLira or IDeg should perform once daily SMBG measurement prior to
breakfast and preferably after having only water since midnight. SMBG data from 3 consecutive
days is used for titration, see Appendix A.

Subjects randomised to liraglutide

Subjects randomised to liraglutide should perform SMBG measurements prior to breakfast on 3
consecutive days prior to each visit/telephone contact. The SMBG data is used to assess subject’s
glucose control.
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8.3.3 9-point self-measured blood glucose profiles

Subjects will be instructed to perform a 9-point self-measured blood glucose (SMBGQG) profiles three
times during the trial according to the flow chart in section 2. The measurements should take place
on two consecutive days preferably within the week prior to the site visit on days where the subject
does not anticipate unusual strenuous exercise.

The points of SMBG measurements are listed in Table 8.1 below. The subjects should always start
with the pre-breakfast measurement and the SMBG values should be recorded in the diary including
actual clock time and date for the measurements.

Trial product and OAD treatment should be withheld until after the pre-breakfast SMBG
measurements have been performed.

Table 8-1  9-point profile (SMBG) (V)

Day 1 The following day

Time point

Before breakfast

90 min after start of breakfast

Before lunch

90 min after start of lunch

Before dinner

90 min after start of dinner

At bedtime

<O S S

At4 am.

8.34 Body measurements

Height

Height is measured without shoes in centimetres (cm) and recorded in the eCRF to nearest %2 cm.
Height measured at Visit 1 will only be used for calculation of BMI.

Body weight

Body weight should be measured (kilogram [kg], with one decimal) without shoes and only wearing
light clothing and recorded in the eCRF.

Preferably the same equipment should be used throughout the trial.

Body Mass Index

The body mass index (BMI) will be calculated at Visit 1 for assessment of eligibility (section 6.2)
and at the other visits for efficacy assessment.
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The BMI will be calculated by the eCRF once body weight at the visit specified in the flow chart
(section 2 and height at Visit 1 are entered.

BMI will be calculated as follows:
BMI (kg/m?) = Body weight (kg)/(Height [m] x Height [m])

Waist circumference

The waist circumference is defined as the minimal abdominal circumferences located midway
between the lower rib margin and the iliac crest.

Three consecutive measurements of waist circumference must be performed and recorded in the
eCRF. The waist circumferences will be measured in cm using a non-stretchable measuring tape
provided by Novo Nordisk. It should be recorded to the nearest > cm preferably using the same
measuring tape throughout the trial.

The subject should be measured in a standing position with an empty bladder and wearing light
clothing with accessible waist. The subject should be standing with arms down their side and feet
together. The tape should touch the skin but not compress soft tissue and twists in the tape should
be avoided. The subject should be asked to breathe normally and the measurement should be taken
when the subject is breathing out gently.

8.3.5 Blood pressure
Blood pressure (systolic and diastolic) must be measured at the visits specified in the flowchart in

section 2.

The blood pressure must be measured after the subject has been resting for at least 5 minutes in a
sitting position.

At Visit 1 the blood pressure should be measured three times and all three values should be entered
into the eCRF. The mean value will be calculated by the eCRF and must be in accordance with the
relevant exclusion criteria (see section 6.3).

It is recommended to use the same arm, device and cuff as used at the first visit for the subsequent
measurements. For the subsequent visits, one measurement needs to be performed.

If the investigator suspects white coat hypertension, re-assessment of the blood pressure (as
described above) is allowed.
8.4 Assessments for safety

Any abnormal clinically significant finding that is present at the start of the trial, i.e. at the first visit
or found as a result of a screening procedure which also includes assessments performed between



Protocol Date: 15 July 2015 | Novo Nordisk

Trial ID: NN9068-4183 CONEIDENTIAL Version: 2.0
UTN: U1111-1170-1332 Status: Final
EudraCT no.: N/A Page: 42 of 105

Visit 1 and Visit 2 and at Visit 2 should be recorded as a concomitant illness. Any new abnormal,
clinically significant finding during the trial and any clinically significant worsening from baseline
(up to Visit 2) must be reported as an AE (see section 12).

All adverse events (AEs) must be collected and reported according to the procedures described in
section 12.

8.4.1 Adverse Events requiring special forms in the eCRF

For some AEs the investigator must fill in special forms in the eCRF. The AEs that require special
forms in the eCRF are:

e Cardiovascular events

e Pancreatitis

e Thyroid disease

e Neoplasm

e Renal failure

In case any of these events fulfil the criteria for a SAE, report according to section 12.2.

Cardiovascular events
Cardiovascular events that are suspected as being related to below, requires special forms in the
eCRF (see also Appendix C);
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Acute coronary syndrome

All types of myocardial infarction or hospitalisation for unstable angina. If an event of acute

Novo Nordisk

coronary syndrome is observed during the trial, this must be recorded as an AE and on a specific

acute coronary syndrome form in the eCRF. The following information must be reported if
available:

e Duration of symptoms

e Changes in ECG

e Collection of cardiac biomarkers

e Cardiac imaging

e Cardiac stress testing

e Angiography

e Use of thrombolytic drugs

e Revascularisation procedures

Cerebrovascular events, e.g. transient ischemic attack (TIA), stroke

If a cerebrovascular event is observed during the trial, this must be recorded as an AE and on a
specific cerebrovascular event form in the eCRF. The following information must be reported if

available:
e Type of event (e.g. TIA, Stroke)
e Contributing condition
e Neurologic signs and symptoms
e History of neurologic disease
e Imaging supporting the condition
e Treatment given for the condition

Heart failure requiring hospitalisation

If an event of heart failure requiring hospitalisation (admission to an in-patient unit or a visit to an
emergency department that results in at least a 24 hour stay) is observed during the trial, this must

be recorded as an SAE and in addition on a specific cardiovascular event form in the eCRF.
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The following information must be reported if available:
e Signs and symptoms of heart failure
e NYHA Class, see Appendix B for definition
e Supportive imaging
e Supportive laboratory measurements
e Initiation or intensification of treatment for this condition

Pancreatitis

If an event of pancreatitis is observed during the trial, this must be recorded as an AE and on a
specific pancreatitis event form in the eCRF. The following information must be reported if
available:
e Signs and symptoms of pancreatitis
e Specific laboratory test supporting a diagnosis of pancreatitis:
o Amylase
o Lipase
o ALT and AST
o Bilirubin
o Alkaline Phosphatase (AP)
e Imaging performed and consistency with pancreatic disease
e Complications to the event
e Relevant risk factors for pancreatic disease including:
o History of gallstones
o History of pancreatitis
o Family history of pancreatitis
o Trauma

Thyroid disease

If an event of thyroid disease, including any thyroid neoplasms observed during the trial, this must
be recorded as an AE and on a specific thyroid disease event form in the eCRF. The following
information must be reported if available:

e History of thyroid disease

e Signs and symptoms leading to investigations of thyroid disease

e Specific laboratory tests describing thyroid function including:
Thyroid stimulating hormone (TSH)
Total and free triiodothyronine (T3) and thyroxine (T4) and Free Thyroid Index
Calcitonin
Thyroid peroxiodase antibodies
Thyroglobulin and thyroglobulin antibody
Thyroid stimulating hormone receptor antibody

O O O O O O
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e Diagnostic imaging performed and any prior imaging supporting the disease history
e Pathologic examinations

e Treatment given for the condition

e Risk factors identified

e Family history of thyroid disease

Neoplasm

All events of neoplasm (excluding thyroid neoplasm, but including malignant neoplasm, in situ
neoplasm and benign neoplasm) must be recorded as an AE and on a specific neoplasm event form
in the eCRF. The following information must be reported if available:

e Type of neoplasm

e Symptoms leading to identification of event

e Diagnostic imaging

e Pathological examination results

e Treatment for the event

e Participation in screening programs

e Risk factors associated to the event

Renal failure

If an event of renal failure is observed during the trial the following additional information should
be reported if available:

e Signs and symptoms of renal failure

e Specific laboratory test supporting a diagnosis of renal failure

e Imaging performed supporting the diagnosis

e Kidney biopsy results

e Relevant risk factors associated to the event
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8.4.2 Blood samples for safety parameters

Blood samples must be drawn according to flow chart (section 2) and will be analysed at the

central- or specialised laboratory to determine levels of the following safety laboratory parameters:
e Haematology:

Haemoglobin

Haematocrit

Thrombocytes

Erythrocytes

Leucocytes

Differential count (eosinophils, neutrophils, basophils, monocytes and lymphocytes)

O O O O O O

e Biochemistry:

o Creatinine

o eGFR value will be calculated using the serum creatinine result and the CKD-EPI
formula by the central laboratory.
Alanine aminotransferase (ALT)
Aspartate aminotransferase (AST)
Alkaline phosphatase
Sodium
Potassium
Albumin
Bilirubin (total)
Urea
Creatine kinase
Calcium total
Calcium (albumin corrected)
Lipase
Amylase

O O O O o0 O O O O 0 O O O

e Hormones:
o Calcitonin, if > 10 ng/L, see Appendix D for monitoring of calcitonin
e Antibodies; see section 8.4.5

e Pregnancy test:
o Human serum chorionic gonadotrophin (hCG), see section 8.4.3 below
8.4.3 Pregnancy test

Females of childbearing potential must have a serum pregnancy test (beta-human chorionic
gonadotropin [beta-hCG]) performed according to the flow chart, section 2.
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Urine pregnancy tests will be performed at site during the trial for females of childbearing potential
if a menstrual period is missed or if pregnancy is suspected.

If at telephone contact, subject reports missing menstrual period, the subject will have to attend the
site as soon as possible to have a urine-stick pregnancy test done.

Pregnancy test will not be required for women who have undergone a hysterectomy or tubal
ligation, or for women above the age of 50 years, who have been without menses for at least 1 year.
This must be documented in the subject’s medical record and eCRF.

8.44 Assessments in case of suspicion of acute pancreatitis

In case of acute, severe persistent abdominal pain leading to a suspicion of acute pancreatitis, the
trial product should promptly be interrupted until pancreatitis is ruled out. Appropriate additional
examinations must be performed, including local measurement of amylase and lipase. Subjects that
are diagnosed with acute pancreatitis must be withdrawn from the trial. Diagnosis is usually based
on at least 2 of the following 3 criteria:

e characteristic abdominal pain

e amylase and/or lipase > 3x upper normal range (UNR) or

e characteristic findings on ultrasound /computerised axial tomography [CT]/magnetic

resonance imaging [MRI]

If acute pancreatitis is ruled out, trial product should be re-initiated. If, in subjects treated with
liraglutide 1.8 mg/day, the discontinuation period is for three days or more, the trial product should
be restarted with a dose of 0.3 mg/day, and dose escalation procedure described in Appendix A
should be followed. In all other subjects the re-initiation should be at the discretion of the
investigator. The investigator should consider both the last number of units or dose steps of last
dose of IDeg or IDegLira and the recommendations outlined in Appendix A.

Appropriate treatment and careful monitoring of the subject should be initiated if pancreatitis is
confirmed as per at least 2 of the criteria’s listed above.

8.4.5 Antibody sampling

Blood samples will be drawn as per flow chart for determination of serum antibodies to insulin
degludec (including cross reacting antibodies to human insulin) and to liraglutide, dependent on
treatment arm. Positive anti-liraglutide antibody samples will be further characterised for cross
reactivity to native GLP-1.

Samples from follow up visit (Visit 55) positive for anti-liraglutide antibodies will in addition be
analysed for in vitro neutralising effect in a cell based assay.

Subjects should be fasting at blood sampling for antibody assessment and the sampling should be
prior to administering the trial product in the treatment period and prior to other insulin products, if
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administered, at the follow up visit (Visit 55). This will ensure that the drug concentrations are at
their lowest at the time of sampling limiting the level of drug interference with the antibody
analysis.

Antibody results will not be provided to the investigator during the trial conduct as these are not
used for clinical evaluation. The results will be described in the clinical trial report (CTR) after end
of trial.

Please see section 24.2 for information on storage/retention of antibody samples.

8.4.6 ECG (electrocardiogram)

A 12-lead ECG must be performed by the investigator or delegated staff and interpreted by the
investigator. To document this, the investigator must sign and date the ECG print out and the
interpretation must follow the categories:
e Normal
e Abnormal
o Specify abnormality
o  Was the result clinically significant? (Yes/No)

The ECG at screening must be done at the latest at Visit 2 and the results must be interpreted by the
investigator prior to performing any procedures related to Visit 2.

ECG obtained within 14 days prior to Visit 2 as part of routine practise may replace the screening
assessment, if results are available for evaluation at Visit 2.

ECG obtained within 14 days prior to Visit 54 is acceptable, if results are available for evaluation.

8.4.7 Eye Examination

Eye examination (fundoscopy/fundus photography) must be performed at the visits specified in the
flowchart (see section 2) by the investigator or a local Ophthalmologist according to local practice.
Dilation is not a requirement. The result of the fundoscopy/fundus photography will be interpreted
locally by the investigator. To document this, the investigator must sign and date the result page and
the interpretation